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□ Since *. ap,»c. ti0 n * in co^ion V^M^To^ST " " ^ 

A shortened statutory period for response to this > action is i set ^ e ^ iod for respon se will cause the 

is ,onger, from the mailing date of t is ; commun c a* ■ Ex te ns io^s oTtj me may be obtained under the provisions of 
application to become abandoned. (35 U.S.C. § 1^). txiensiur 

37 CFR 1.136(a). 



Disposition of Claims 

H Claim(s) 87-156 



Of the above, claim(s) 142-156 

□ Claim(s) 

Kl Claim(s) 87-141 

□ Claim(s) 

□ Claims . 



is/are pending in the application, 
is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

m ^ ■ *ii«H nn is/are objected to by the Examiner. 

□ The drawing(s) filed on _ 0/ 

.... rtn is □ approved □ disapproved. 

□ The proposed drawing correction, filed on . 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 oc,,cr siiqiaWdl 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a) (d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) . • 

□ received in this national stage application from the International Bureau (PCT Rule 1 7.2(a)). 
Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e). 
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Applicant's arguments fled November 27, 2000 in paper no. 8 have been fully considered but they 
are not persuasive. The declaration by Lawrence J. Wangh, Ph.D. fled November 27, 2000 has been 
considered but is not persuade as stated in the office action below. Pending claims are 87-156. Cairns 
87-141 are examined in this office action. Claims 142-156 have been wfthdrawn from consideration. 

Applicant's offer of the book finnnrnir Potential of Otfferentiated Cells, by Marie A. Di Berardino, 
1997, Columbia Universfty Press, is appreciated. However, the examiner is already in possession of the 
book. As for the videotape, "Dawn of the Cloning Age", the Patent Office has no means to accept a 
videotape as evidence of enablement. 

Applicant's election of group I in Paper No. 8 is acknowledged. Because applicant did not 
distinctly and specifically point out the supposed errors in the restriction requirement, the election has 
been treated as an election without traverse (MPEP § 818.03(a)). 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

Srftfe tat mote contemplated by the inventor of carrying out h.s mvenfon. 

Claims 87-141 remain rejected under 35 U.S.C. 112, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventory, at the time the application was filed, had possession of the claimed 

invention for reasons of record. 

Claims 87-141 are drawn to the transplantation of a donor cell nucleus other than a sperm or egg 
nucleus into a recipient egg for the purpose of cloning, comprising an improvement where the donor-cell 
nucleus in incubated in cytoplasms consisting of two types 1) in a cytostatic factor-containing cytoplasm 
that is arrested in meiotic metaphase II or mitotic metaphase, and 2) in activated egg cytoplasm. 
Dependent claims address various limitations to this method, or methods implied but not stated in this 
method. 
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The examiner has read the declaration by Lawrence 3. Wangh, Ph.D. as we« as the attached 
exhibfc. Dr. Wangh's Hart* perspective is appreciated, and the examiner has reviewed each of the 
references cted in parag.4-7. Agreen*n, rs reached that prfcr to the recent ctaing even*, animal 
doning. and espec* in mammal's, was MW to embryon* cel. as nuCei done.. However, for the 
.ease*, present betow, ap^nfs argument that the dedaraflon by Dr. Wangh proves evidence for 
the clawed invent * no, persuasr*. Ap^nfs argument, are also no, persuasrve for the reasons mat 
me dedaradon * no, persuasfce, as weli as ote reasons. M of ap,*anfs arguments arrf sfctemen* by 

declarant are addressed below. 

The first Ssue taken wtt Dr. Wangh's dedara«»n, is ma, in U.S. Paten, 5,480,772, rdied upon by 

M, soma* eel, nuctei, such as f«al erythrocytes, in M types of egg erfra* an egg CSF extract and 
egg acbvabng extract There rs no ««ence tha, m type of .reagent ■ -*« for the nuclei to be re- 
pro grarm*d so tha, *ey are returned to a todpote*. sttte. The totipotent state is required for me 
development rf a viabte animal fmm a s^abc. different or a« eel, nucleus. A very important 
dtference between apples invent as dfccfcsed and that of the relevant art, is that the successful 
doning using differentiated, add* or somatic cel. did not incubate isolated nuclei w*h an extract, but 
inserted them into M,I arrested oocytes. In fact met o, the Itttattn of nuclei was by fusing the oocyte 
„» a donor cell, afchough there was at least one report of m*ro,niecun, a nudeus Into a recipient 
oocyte. The cloning of pigs has been partfcularfy d»u*. The partial methodotogies for obtaining pigs 
Coned from dWerentiated, adufc or sc^tt cells . no, oantempWed by me insttn, spectahon. Thus, 
me post-filing evMence provided by ap*ican, does not support the ena«emen, of me insrant cfcims. The 
instent spedhcadon clear contempt anin* doning tan, schadc ce» nude, by the incubate of the 
nudeus in CSF egg exrract and acdvadng egg e*raa « Page 59, lines 5-19, tt. speech c*ar sates 
•prior activate of somatic ce» nudei in an approbate egg extract before MM *ou,d *" •» 
ft. necessary naprcgramming". At page 59, lines M-lft sate mat acuvatton of the s«™«c eel, nucteus 
should be performed using the improved m«hods dsdosed .... contacdng me nucleus wim art** egg 
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extract. The extracts are taught in the ******* to be made by gathering many eggs. Xenopus to be 
exact, and beat them in a particular manner, break the eggs open in buffer, and after several 
cenWugauon steps, arrive at extrac*. The extra* contain supplements, and have bo some extent been 
diluted or at least treated with buffers such that the, bear little resemblance to an intact egg. There 
certain* is no suggestion in the specification that eggs can activate nudear material. In addition, the 
methodology onf, appltes to Xenopus. as there rs no yolk In n—n egg, The methodokxjy disdosed 
is not directly applicable to mammalian eels, and the specification provkles no guidance as to the 
preparatfcn of man^alian eggs » n«ke an extract. Thus, *e met^d disctoseti in the specific* k not 
like me ones used in the submitted pre, art. The examiner couk. find no reference where the nuclei were 
incubated in CSF egg extract and then activating egg extract. Vfthout this nexus, the suppled art is not 
persuasive. It rs noted that decoration makes no mention In parag.15-22 of incubating Mated uuctel ,n 
two egg extra* as drsctosed. Tne memod o, sp^ation may have used differentiated soma* cel. 
to activate nuctear material In these celfs, but the mettodotog, is distinct frem that of the post-filing art 
tha, lead to a doned animal. The* Is no contempMon or enablement of Calm 87 and 111. There is no 
evMence that the methodology of the specification provides for sufficient reprogramming to lead to a 
cloned anmal of any species. The requirement for reprogramming is discussed In the previous office 
action. The statement at pages 59-60 regarding standard techniques is not supportive of incubation in a 
CSF containing egg followed by incubation in an activating egg. 

As stated in the previous office action, the instant invention falls under the "germ of an idea- 
concept defined by the CAFC. The court has stated mat -patent protection Is granted in return for an 
enabling disclosure, not for vague intimations of general Ideas that may or may be workable". The court 
continues to sa, that "tossing «t the mere gem, of an klea does not constitute an enabling dsclosure" 
and that the spedtotion, not knowledge in the art, that must supply me novel aspects of an invention in 
om-er to constitute adequate enaWer^nr. (See 6ene.eC »c , Novo ttr**4ff 42 USPQ2d .00!, a. 
1005). 
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Thus, for the reasons given above, the skilled artisan would need to engage in an undue amount 
of experimentation without a predictable degree of success to implement the invention as claimed as there 
is insufficient guidance in the speculation, in view of the state of the art at the time of filing, that the 
claimed methods would result in nuclear reprogramming sufficient to produce by nuclear transfer a viable, 
term animal. 

The rejection made under 35 U.S.C. 112, second parag. is withdrawn. 

The claims are free of the prior art. At the time of filing, the prior art did not teach or suggest 
methods of nuclear transfer, where the donor nucleus was incubated first in a cytostatic egg extract and 
second in an activating egg extract. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from the 
maiiing i£SS?£L Tn fhe event a fir* reply is filed within TWO «|^«S^sfi£2d 
i-hk final action and the advisory action is not mailed until after the end of the THREE-MONTH shortenea 
Sutorv oe ™d ?hen the shortened statutory period will expire on the date the advisory action is mailed, 
W«5E2^5S* to 37 CFR U36(a) will be calculated ^^^tSST 
action. In no event, however, will the statutory period for reply expire later than SIX MONTHS from the 
mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Deborah Crouch, Ph.D. whose telephone number is (703) 308-1126. 

Any inquiry of a general nature or relating to the status of this application should be directed to 
the Group receptionist whose telephone number is (703) 308-0196. 



The fax number is (703) 308-4242. 

yuot cj 

DEBORAH CROUCH 
PRIMARY EXAMINE? 
GROUP ISerjr^^ 

Dr. D. Crouch 
February 11, 2001 



